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IntroductionIntroduction 

Learn how to identify and treaLearn how to t mentalidentify and treat mental 
illness in people who have aillness in people who have a 
developmental disabilitydevelopmental disability 

If not treated, learn how it affects theirIf not treated, learn how it affects theirIf not treated, learn how it affects theirIf not treated, learn how it affects their 
functioningfunctioning 

When treated, learn how itWhen treated, learn how it improvesimproves theirtheir 
functioningfunctioning 



systems;systems;

Educational ObjectivesEducational 

, the community 

Objectives 

Describe the personal and socioeconomicDescribe the personal and socioeconomic 
burden of mental disorder on patients,burden of mental disorder on patients, 
family, the community and healthcarefamily and healthcare 
systems;systems; 

Review the clinical presentation of mentalReview the clinical presentation of mental 
illness in the population withillness in the population with 
developmental disabilities;developmental disabilities; 

Discuss therapeutic goals and treatmentDiscuss therapeutic goals and treatment 
strategies.strategies. 



developmental disabilitydevelopmental disability

ities ities 

––

People withPeople Developmentalwith Developmental 
DisabilitiesDisabilities 

Prevalence of Developmental DisabilPrevalence of Developmental Disabil 
in General population:in General population: 

1% of the population is classified as having a1% of the population is classified as having a 
developmental disabilitydevelopmental disability 

–– 6 million+ persons in USA who have a DD6 million+ persons in USA who have a DD 



, , 

88-

5% OCD, Anxiety5% OCD, Anxiety

Percentage ofPercentage mental illnessof mental illness 
in general population:in general population: 

1% Schizophrenia1% Schizophrenia 

-10% Depression10% Depression 

5% OCD, Anxiety,5% OCD, Anxiety, 

1% Bipolar illness1% Bipolar illness 



??????????

Presence ofPresence of mentalmental illness isillness is 
underdiagnosed in the populatiounderdiagnosed n within the population with 

Developmental DisabilitiesDevelopmental Disabilities 

WHYWHY ?????????? 



Barriers toBarriers diagnosis and theto diagnosis and the 
treatment of mental illness:treatment of mental illness: 

Provider FactorsProvider Factors 

Patient factorsPatient factorsPatient factorsPatient factors 

System factorsSystem factors 



people who have a people who have a 

  

Provider factors:Provider 

recognizing m

factors: 

There is little or no training in theThere is little or no training in the 
medical profession formedical profession for 
recognizing mental illness inental illness in 
people who have apeople who have a 
developmental disabilitydevelopmental disability 

Issues are labeled asIssues are labeled as 
“behavioral” rather than as a“behavioral” rather than as a 
clinical presentation ofclinical presentation of 
underlying mental illness.underlying mental illness. 



Barriers toBarriers diagnosis and theto diagnosis and the 
treatment of mental illness:treatment of mental illness: 

Provider FactorsProvider Factors 

Patient factorsPatient factorsPatient factorsPatient factors 

System factorsSystem factors 



––

––

Patient factors:Patient factors: 

Variety of reasonsVariety of reasons 
Difficulty with communicationDifficulty with communication 

Difficulty in understanding theirDifficulty in understanding their 
communicationcommunicationcommunicationcommunication 

–– Demonstrate symptoms behaviorally ratherDemonstrate symptoms behaviorally rather 
than verballythan verbally 

–– Difficulties in expressive and receptiveDifficulties in expressive and receptive 
language skillslanguage skills 



Barriers toBarriers diagnosis and theto diagnosis and the 
treatment of mental illness:treatment of mental illness: 

Provider FactorsProvider Factors 

Patient factorsPatient factorsPatient factorsPatient factors 

System factorsSystem factors 



  
diagnosisdiagnosis

    

System Issues:System 

of mental health 

Issues: 

Lack of training for peopleLack of training for people 
responsible for careresponsible for care 

Poor acceptance of mental healthPoor acceptance 
diagnosisdiagnosis 

Mental health departments say:Mental health departments say: 
“Go to the regional center.”“Go to the regional center.” 

Regional centers say: “We do notRegional centers say: “We do not 
have therapists, only casehave therapists, only case 
workers.”workers.” 



Most underserved populationMost underserved population

Pervasiveness ofPervasiveness mental illnessof mental illness 
in the population within the population with 

developmental disabilities:developmental disabilities: 

Higher than general populationHigher than general population 

Most underserved populationMost underserved population 

Significant number of consumers haveSignificant number of consumers have 
diagnosable mental illnessdiagnosable mental illness 



TT
OTCOTC

Getting readyGetting for MD appointmentready for MD appointment 

Get prior medication history including pastGet prior medication history including past 
medications, dose and duration etcmedications, dose and duration etc 

ake list of all current medication includingake list of all current medication including 
OTCOTC 

All laboratory results, consultation etc.All laboratory results, consultation etc. 

Staff who knows the patient for longestStaff who knows the patient for longest 

Have a list of symptoms or “behaviors”Have a list of symptoms or “behaviors” 

Try to get family history etc.Try to get family history etc. 



Interview Interview 

Interview  Interview  
–– Any changeAny change

abuse, aggressioabuse, aggressio
––

Interview Interview 

  

  

Clinical EvaluationClinical of the patientEvaluation of the patient 
the patientthe patient 

–– “Listen” and evaluate any complaint“Listen” and evaluate any complaint 
–– Observe for any clinical symptoms, behavior patternObserve for any clinical symptoms, behavior pattern 

direct care staff (who knows pt. for long)direct care staff (who knows pt. for long) 
s in sleep, appetite, behavior, interaction with others, selfs in sleep, appetite, behavior, interaction with others, self 

n etcn etc 
Ask to describe whatever they have observedAsk to describe whatever they have observed 

family membersfamily members 
–– Hx of mental illnessHx of mental illness 
–– Hx of treatmentHx of treatment 

Medical historyMedical history 
–– Review of systemsReview of systems 
–– All current (prescribed and nonAll current (prescribed and non--prescribed) and past medication hxprescribed) and past medication hx 
–– AllergyAllergy 

Review of recordsReview of records 
–– LabsLabs 
–– Prior treatment records etc.Prior treatment records etc. 



9.0 

otalT% of 

1990 
n in Establishof Disease BurdeLeading Source of Disease BurdeLeading Source

Ischemic heart disease 

6.7Major Depression 

Cause 

n in Establisheded 
Market Economies, 1990Market Economies, 

Cause Total DALYTotal DALY** % of Total

Ischemic heart disease 8.98.9 9.0

Major Depression 6.7 6.86.8 

CVS diseaseCVS disease 5.05.0 5.05.0 

Alcohol useAlcohol use 4.74.7 4.74.7 

Road traffic accidentsRoad traffic accidents 4.34.3 4.74.7 

All causesAll causes 98.798.7 
••DALY=disabilityDALY=disability--adjusted lifeadjusted life--yearyear 

••Lost years of healthy life, including those due to premature death ofLost years of healthy life, including those due to premature death of 
disability, in millions.disability, in millions. 



25

30

 

Presenting ComplaintsPresenting inComplaints in 
Primary Care PracticePrimary Care Practice 
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––
––
–– HeadacheHeadache

Depression andDepression 

with depression: 

Somatizationand Somatization 
Most depressed patient have medicallyMost depressed patient have medically 
unexplained somatic complaintsunexplained somatic complaints 
Most common somatic complaints associatedMost common somatic complaints associated 
with depression: 

Joint painJoint pain 
HeadacheHeadache 

–– BackacheBackache 
–– Abdominal painAbdominal pain 

Two or more unexplained pain complaintsTwo or more unexplained pain complaints 
raises suspicion of major depressive or otherraises suspicion of major depressive or other 
mood disordermood disorder 
Treatment of depression usually results inTreatment of depression usually results in 
complete relief of pain complaintscomplete relief of pain complaints 



Stroke

MI

arkinson's disease

 

 

 

 

 

Prevalence ofPrevalence Depressiveof Depressive 
Disorders in Patient PopulationsDisorders in Patient Populations 

P 

0 5 10 15 20 25 30 35 40 45 50 

General population 

Chronically ill 

Hospitalized 

Geriatric inpatients 

Cancer outpatients 

Cancer inpatients 

Prevalence, % 



  

DSMDSM--IV SymptomsIV 

Loss of interest or pl

of MajorSymptoms of Major 
Depressive EpisodeDepressive Episode 

Depressed mood or irritabilityDepressed mood or irritability 

Loss of interest or pleasure in mosteasure in most 
activitiesactivities 

Insomnia or hypersomniaInsomnia or hypersomnia 

Fatigue or loss of energyFatigue or loss of energy 

Feeling of worthlessness or excessive orFeeling of worthlessness or excessive or 
inappropriate guiltinappropriate guilt 

Diminished ability to think or concentrateDiminished ability to think or concentrate 
or make decisionor make decision 

Suicidal thoughtsSuicidal thoughts 



––––

Consequences ofConsequences Missedof Missed 
Diagnosis/Inadequate TreatmentDiagnosis/Inadequate Treatment 

MorbidityMorbidity 
–– Decrease ability to copeDecrease ability to cope 

Decrease quality of lifeDecrease quality of lifeDecrease quality of lifeDecrease quality of life 

–– Strain on family and health careStrain on family and health care 
workersworkers 

–– Increased disability and mortalityIncreased disability and mortality 

SuicideSuicide 
–– 15% suicide risk15% suicide risk 





Causes ofCauses Organic Depressionof Organic Depression 
PharmacologicPharmacologic Contraceptive, corticosteroid,Contraceptive, corticosteroid, 

methyldopa, cimetidine,methyldopa, cimetidine, 
amphetamine, antiamphetamine, anti­-cancercancer 
medicinemedicine 

Infectious  AIDS, viral hepatitis, 
infections mononucleosis.infections mononucleosis. 

 Endocrine  Hypo- and hyperthyroidism, 
hyperparathyroidism, 
postpartum Cushing’s disease, 
etc. 

 Collagen  Lupus, rheumatoid arthritis. 



Nutritional



Vitamin deficiency (B12, C, 

Neurologic  Multiple sclerosis, 
Parkinson’s disease, head 
trauma, brain tumors, 
stroke, dementia, etc. 

 Nutritional  Vitamin deficiency (B12, C, 
folate, niacin, and thiamine. 

 Neoplastic  Cancer of the head of the 
pancreas. 



Prior suicide attemPrior suicide attemptspts

Depression RiskDepression FactorsRisk Factors 

Prior episodesPrior episodes 

Family historyFamily history 

Prior suicide attemptsPrior suicide attempts 

Female genderFemale gender 

Recent childbirthRecent childbirth 

Alcohol and substanceAlcohol and substance 
abuseabuse 

Recent separation andRecent separation and 
bereavementbereavement 



ofof

Appropriate dose (level if Appropriate dose (level if 

Criteria forCriteria an Adequate Trialfor an Adequate Trial 
Antidepressant TreatmentAntidepressant Treatment 
Accurate diagnosisAccurate diagnosis 

Appropriate antidepressantAppropriate antidepressant 

Appropriate dose (level ifAppropriate dose (level if 
needed)needed) 

Treatment duration of at least 6,Treatment duration of at least 6, 
but probably 8but probably 8--10 weeks10 weeks 

Good complianceGood compliance 



Cardinal RulesCardinal Rules 

First and foremost, do no harmFirst and foremost, do no harm 

The cure must not be worseThe cure must not be worse 
than disease itselfthan disease itselfthan disease itselfthan disease itself 



efficaciousefficacious
––   

Choosing anChoosing Antidepressantan Antidepressant 

EfficacyEfficacy 
Most antidepressant are equallyMost antidepressant are equally 
efficaciousefficacious 

Adverse EffectsAdverse Effects 
–– TolerabilityTolerability 

–– InterruptionInterruption 

ComplianceCompliance 



--

DosesDoses

100100-- VV

ll -- VVAnafraniAnafranill 100100 VV VV OCDOCD

Antidepressants (TCAs)Antidepressants 

ery high ery highV

ery high 

Usual dailyAgent 

300mg/d 
Elavil Chronic pain, 

comments 

(TCAs) 

hypnotic 

Hypotentio 

Orthostatic 

100Anafrani 

Agent Usual daily AntiAnti­-

CholinergicCholinergic 

Orthostatic

Hypotentio
nn 

comments

Elavil
300mg/d

ery high Very highVery high Chronic pain, 
hypnotic

Anafrani 100 ery high Very high OCDOCD 
250mg/d250mg/d 

ery highery high ery highery high 

NorpramiNorprami 
nene 

100100­-
300mg/d300mg/d 

ModerateModerate ModerateModerate 

SinequanSinequan 100100­-
300mg/d300mg/d 

Very highVery high Very highVery high 

TofranilTofranil 100100­-
300mg/d300mg/d 

HighHigh Very highVery high 



ofof

ConstipationConstipation

Adverse EffectAdverse Profiles TCAsEffect Profiles TCAs 

Dry mouthDry mouth 

Blurred visionBlurred vision 

ConstipationConstipation 

Sedation, drowsinessSedation, drowsiness 

Weight gainWeight gain 

Postural hypotensionPostural hypotension 

DizzinessDizziness 

Sexual dysfunctionSexual dysfunction 



LuvoxLuvox 100100-- NoneNone NoneNone Safer in ODSafer in OD

AgentAgent

2020--60mg/d60mg/d

1010- NoneNone

100100-- NoneNone NoneNone Safer in OD 

Safer in OD 

Safer in OD 

ntion 

Orthostatic 

Antidepressants (SSRIs)Antidepressants 

80mg/d-80mg/d

None 

Doses 

Usual daily 

300mg/d 

Prozac 

Celexa 

Luvox 

(SSRIs) 
Usual daily

Doses

AntiAnti­-

CholinergicCholinergic 

Orthostatic

HypotentionHypote

CommentsComments 

Celexa None NoneNone Safer in OD

Prozac NoneNone Safer in OD

Luvox 300mg/d Safer in OD300mg/d300mg/d 

PaxilPaxil 2020--60mg/d60mg/d LowLow NoneNone Safer in ODSafer in OD 

ZoloftZoloft 5050--200mg/d200mg/d NoneNone NoneNone Safer in ODSafer in OD 

SerzoneSerzone 300300--600mg/d600mg/d NoneNone LowLow Safer in ODSafer in OD 



ofof

InsomniaInsomnia

Adverse EffectAdverse profiles SSRIsEffect profiles SSRIs 

NauseaNausea 

NervousnessNervousness 

InsomniaInsomnia 

Sexual dysfunctionSexual dysfunction 

HeadacheHeadache 



  

Recommendation forRecommendation for 
Length of Maintenance TherapyLength of Maintenance Therapy 

Continue the antidepressantContinue the antidepressant 
doses for 6doses for 6­-9 months after the9 months after the 
first episodes of depressionfirst episodes of depressionfirst episodes of depressionfirst episodes of depression 

Continue treatment indefinitelyContinue treatment indefinitely 
after 3 or more episodes ofafter 3 or more episodes of 
major depressionmajor depression 



----

Recurrent DepressionRecurrent RiskDepression Risk 
FactorsFactors 

Inadequate treatmentInadequate treatment 

Poor medication compliancePoor medication compliance 

Frequent +/Frequent +/ multiple episodesmultiple episodesFrequent +/Frequent +/ multiple episodesmultiple episodes 

Preexisting dysthymiaPreexisting dysthymia 

Onset after age 60Onset after age 60 

Familial mood disorderFamilial mood disorder 

CoCo--morbid anxiety or substancemorbid anxiety or substance 
abuse disorderabuse disorder 



 and mortalit and mortalit

s s 

significant morbidity ysignificant morbidity y

ConclusionConclusion 

Depression among the most trDepression amon eatable illnesg the most treatable illnes 
encountered by all physiciansencountered by all physicians 
Lack of recognition of all signs/symptoms andLack of recognition of all signs/symptoms and 
failure to achieve remission can result infailure to achieve remission can result in 
significant morbidity and mortalitysignificant morbidity and mortality 
New treatment guidelinesNew treatment guidelines 
–– Importance of identifying all symptoms, includingImportance of identifying all symptoms, including 

physical symptoms of depressionphysical symptoms of depression 
–– Importance of achieving remission during acute andImportance of achieving remission during acute and 

maintenancemaintenance 



Is it a single disease or a clinical Is it a single disease or a clinical 

What IsWhat Schizophrenia?Is Schizophrenia? 

It is not *split personality”It is not *split personality” 

The split is between thought processesThe split is between thought processes 
and thought, emotion and behaviorand thought, emotion and behavior 

Is it a single disease or a clinicalIs it a single disease or a clinical 
syndrome?syndrome? 



EpidemiologyEpidemiology 

Incidence: 1%Incidence: 1% 

9% risk in siblings9% risk in siblings 

12% risk in children with one parent12% risk in children with one parent 

50% in children of two parents50% in children of two parents 



TypesT of Schizophreniaypes of Schizophrenia 

CatatonicCatatonic 

ParanoidParanoid 

DisorganizedDisorganized 

undifferentiatedundifferentiated 



disorderdisorder

––
––
––

disorderdisorder

Organic CausesOrganic of PsychosisCauses of Psychosis 

Space occupying lesions of the CNSSpace occupying lesions of the CNS 
Brain abscessBrain abscess 
Primary cerebral tumorPrimary cerebral tumor 
Metastatic carcinomaMetastatic carcinoma 

NeurologicalNeurologicalNeurologicalNeurological 
–– Alzheimer’s diseaseAlzheimer’s disease 
–– Huntington’s choreaHuntington’s chorea 
–– Temporal lobe epilepsyTemporal lobe epilepsy 

InfectionsInfections 
–– Brain abscessBrain abscess 
–– SyphilisSyphilis 
–– Meningitis (bacterial, fungal, TBMeningitis (bacterial, fungal, TB 



––
––
––
––

Organic CausesOrganic of PsychosisCauses of Psychosis 

Metabolic and endocrine disordersMetabolic and endocrine disorders 
Diabetes mellitusDiabetes mellitus 
Hepatic failureHepatic failure 
Thyroid diseaseThyroid disease 
UremiaUremia 

Drugs, medications and othersDrugs, medications and others 
–– AlcoholAlcohol 
–– AmphetaminesAmphetamines 
–– Anticholinergic agentsAnticholinergic agents 
–– CocaineCocaine 
–– CorticosteroidsCorticosteroids 
–– MarijuanaMarijuana 
–– Hallucinogens etc.Hallucinogens etc. 



––

––

––

oughtsoughts

Components ofComponents Schizophreniaof Schizophrenia 

Positive symptomsPositive symptoms 
HallucinationsHallucinations 

DelusionsDelusions 

Disorganized thDisorganized th–– Disorganized thoughtsDisorganized thoughts 

Negative symptomsNegative symptoms 
–– Affective bluntingAffective blunting 

–– AnhedoniaAnhedonia 



–– trationtration

––
––
–– trationtration

Components ofComponents Schizophreniaof Schizophrenia 

CognitionCognition 
New learningNew learning 
MemoryMemory 
Attention/concenAttention/concenAttention/concenAttention/concen 

Mood symptomsMood symptoms 
–– DysphoriaDysphoria 
–– DemoralizationDemoralization 
–– suicidesuicide 



Course of illnessCourse of illness

––
––

Onset, Course,Onset, and PrognosisCourse, and Prognosis 
of Schizophreniaof Schizophrenia 

Peak incidencePeak incidence 
Males: 15 to 25 yearsMales: 15 to 25 years 
Females: 25 to 35 yearsFemales: 25 to 35 years 

Course of illnessCourse of illness 
–– Extremely variableExtremely variable 
–– Often chronicOften chronic 
–– Sometimes episodic onlySometimes episodic only 

PrognosisPrognosis 
–– Intensity of psychosis diminishes with age, althoughIntensity of psychosis diminishes with age, although 

years of dysfunction are rarely overcomeyears of dysfunction are rarely overcome 



TheThe Burden ofBurden Schizophreniaof Schizophrenia 
On IndividualsOn Individuals 

Most catastrophic mental illnessMost catastrophic mental illness 

Devastates personalityDevastates personality 

Associated with stigmaAssociated with stigma 

High rate of attempted and completedHigh rate of attempted and completed 
suicidesuicide 



ofof

––

Societal BurdenSocietal Burden 
SchizophreniaSchizophrenia 

Urban problemsUrban problems 
10% of prison inmates10% of prison inmates 

(10 times the normal incidents)(10 times the normal incidents) 

–– 33% t0 50% of homeless population33% t0 50% of homeless population 



exacerbationexacerbation

Objectives ofObjectives Antipsychotic Drugof Antipsychotic Drug 
TherapyTherapy 

ManageManage acute psychotic symptomsacute psychotic symptoms 
InduceInduce remission from psychoticremission from psychotic 
exacerbationexacerbation 
MaintainMaintain clinical effect over timeclinical effect over time 
PreventPrevent relapserelapse 
EnhanceEnhance nonpharmacologic therapies,nonpharmacologic therapies, 
such as psychotherapy, and rehabilitationsuch as psychotherapy, and rehabilitation 
effortsefforts 



–– zerzer

AntipsychoticsAntipsychotics 

Also known asAlso known as 
Major tranquiliMajor tranquili 

–– Neuroleptic medicationsNeuroleptic medications 



--

50 50 ––

50 50 ––

HaldolHaldol 22-- 80mg80mg

Antipsychotic medicationsAntipsychotic medications 

ThorazineThorazine 5050 –– 1200mg1200mg 

MellarilMellaril 800mg800mg 

SerentilSerentil 400mg400mg 

HaldolHaldol 22 80mg80mg 

NavaneNavane 55-- 80mg80mg 

ProlixinProlixin 22 –– 80mg80mg 

TrilafonTrilafon 88 –– 64mg64mg 

Stelazine etc.Stelazine etc. 55 ––60mg60mg 



–

Atypical antipsychoticsAtypical antipsychotics 

ClozarilClozaril 12.512.5 –– 900mg900mg 

ZyprexaZyprexa 2.52.5 –– 30mg30mg 

RisperidoneRisperidone 0.50.5 – 6mg6mg 

SeroquelSeroquel 2525 –– 800mg800mg 

GeodoneGeodone 4040 –– 160mg160mg 

AbilifyAbilify 1010 --40mg40mg 



TT

RestlessRestless

Side EffectsSide of AntipsychoticsEffects of Antipsychotics 
Extrapyramidal syndromesExtrapyramidal syndromes 
–– Acute dystonic reactionAcute dystonic reaction 

rismus (lockjaw)rismus (lockjaw) 
Opisthotonus (arching of head backwardsOpisthotonus (arching of head backwards 

–– AkathisiaAkathisia 
PacingPacing 
RestlessRestless 
FidgetyFidgety 

–– Parkinson’s syndromeParkinson’s syndrome 
TremorTremor 
RigidityRigidity 
Tardive dyskinesiaTardive dyskinesia 

SedationSedation 
SeizuresSeizures 
Neuroleptic malignant syndromeNeuroleptic malignant syndrome 



An Example of AkathisiaAn Example of Akathisia 



––

–– CentralCentral
icultiesiculties

––

Side EffectsSide 

Anticholinergic psychosis

of AntipsychoticsEffects of Antipsychotics 
AnticholinergicAnticholinergic 
–– PeripheralPeripheral 

Dryness, dry mouth, difficulty with visual accommodation,Dryness, dry mouth, difficulty with visual accommodation, 
constipation, delayed urinationconstipation, delayed urination 

Confusion, memory diffConfusion, memory diff 

Anticholinergic psychosisAnticholinergic psychosisAnticholinergic psychosis 

Cardiovascular and respiratoryCardiovascular and respiratory 
–– Hypotension, prolongation of QT intervalHypotension, prolongation of QT interval 

OccularOccular 
–– Narrow angle glaucoma, pigmentary retinopathyNarrow angle glaucoma, pigmentary retinopathy 

HormonalHormonal 
–– Hyperprolactinemia, galactorrhea, decreasedHyperprolactinemia, galactorrhea, decreased 

menstruation, delayed ejaculationmenstruation, delayed ejaculation 



–– --

––

––

QT’sQT’s

Medication specificMedication specific 

MellarilMellaril 
Pigmentary RetinopathyPigmentary Retinopathy 

Retrograde ejaculationRetrograde ejaculation 

Prolongation ofProlongation of causes sudden deathcauses sudden death–– Prolongation of QT’sProlongation of QT’s-- causes sudden deathcauses sudden death 

Black box warningBlack box warning 



–– BlueBlue-
nlightnlight

Medication specificMedication specific 

ThorazineThorazine 
-gray discoloration of skin, specifically ingray discoloration of skin, specifically in 

skin exposed to suskin exposed to su 



are are 
-

Medication specificMedication specific 

Haldol, Prolixin and Risperdal ConstaHaldol, Prolixin and Risperdal Consta 
available as depot IM injection for nonavailable as depot IM injection for non­
compliant patientscompliant patients 



ClozarilClozaril 

Indicated for drug resistant schizophIndicated for d reniarug resistant schizophrenia 

Requires special monitoringRequires special monitoring 

Significant droolingSignificant drooling 

sedationsedation 



–– r illnessr illness

––
––
–– r illnessr illness

ZyprexaZyprexa 

AdvantageAdvantage 
Once a day doseOnce a day dose 
Available in “Zidus” formAvailable in “Zidus” form 
Indicated for bipolaIndicated for bipolaIndicated for bipolaIndicated for bipola 

DisadvantageDisadvantage 
–– Weight gainWeight gain 
–– Increase Cholesterol and TIncrease Choleste riglyceridesrol and Triglycerides 
–– Increase risk of DiabetesIncrease risk of Diabetes 



–– DisorderDisorder

––
––
–– DisorderDisorder

RisperidoneRisperidone 

AdvantageAdvantage 
Less side effects than typicalLess side effects than typical 
Less weight gainLess weight gain 
Indicated for BipolarIndicated for BipolarIndicated for BipolarIndicated for Bipolar 

DisadvantageDisadvantage 
–– EPS at higher doseEPS at higher dose 
–– Increase ProlectinIncrease Prolectin 
–– Increase risk for metabolic syndrIncrease risk for me ometabolic syndrome 



SeroquelSeroquel 

Slightly higher QTSlightly higher QT 

Slow titration requiredSlow titration required 

Indicated for Bipolar DisorderIndicated for Bipolar Disorder 



Sudden deathsSudden deaths
cc

Cardiac SafetyCardiac of ThioridazineSafety of Thioridazine 

In July 2000 a black box warning wasIn July 2000 a black box warning was 
added advising clinician of doseadded advising clinician of dose--relatedrelated 
prolongation of QTprolongation of QT 
Sudden deathsSudden deaths 
Baseline EKG and serum potassium levelBaseline EKG and serum potassium level 
prior to and periodic monitoringprior to and periodic monitoring 
If the QTc is higher than 500msec, therapyIf the QTc is higher than 500msec, therapy 
should be stoppedshould be stopped 



––

––

Erythromycin, chloroquineErythromycin, chloroquine

Medication knownMedication to prolongknown to prolong 
the QTc intervalthe QTc interval 

AntiarrythmicsAntiarrythmics 
Quinidine, ProcainamideQuinidine, Procainamide 

AntibioticsAntibiotics 
–– Erythromycin, chloroquineErythromycin, chloroquine 

PsychotropicsPsychotropics 
–– TCAs, Mellaril, Serentil, ZiprasidoneTCAs, Mellaril, Serentil, Ziprasidone 



Medication knownMedication to inhibitknown to inhibit 
CYP3A4CYP3A4 

LuvoxLuvox 

SerzoneSerzone 

ErythromycinErythromycin 

TegametTegamet 

Grapefruit juiceGrapefruit juice 

Etc.Etc. 



Alcohol intakeAlcohol intake

PrePre-

Increased RiskIncreased with ThioridazineRisk with Thioridazine 

FemaleFemale 
-existing cardiac diseaseexisting cardiac disease 

HypokalemiaHypokalemia 
Alcohol intakeAlcohol intake 
ExerciseExercise 
ConcomitantConcomitant 
–– TCAsTCAs 
–– HydroxyzineHydroxyzine 
–– ziprasidoneziprasidone 



TherapyTherapy

Metabolic MonitoringMetabolic Monitoring 
Recommendations DuringRecommendations During 

AtypicalAtypical AntipsychoticAntipsychotic 
TherapyTherapy 



++

Metabolic AbnormalitiesMetabolic 

+++ 

+ 

Gain 
Drug 

Olazepine +++ 

Clozapine 

lipid profile 
Worsening 

Abnormalities 

Drug WeightWeight 
Gain

Risk forRisk for 
DiabetesDiabetes 

Worsening 
lipid profile

Clozapine +++ ++ 

Olazepine +++ + ++ 

RisperdoneRisperdone ++++ DD DD 

QuetiapineQuetiapine ++++ DD DD 

AripiprazoleAripiprazole +/+/­- -- --

ZiprasidoneZiprasidone +/+/­- -- --

+ = increase effect;+ = increase effect; -- = no effect; D = discrepant results= no effect; D = discrepant results 



or or 

WeiWei

Baseline MonitoringBaseline Monitoring 

Personal and family H/O obesity,Personal and family H/O obesity, 
diabetes, dyslipidemia, hypertension,diabetes, dyslipidemia, hypertension, 
cardiovascular diseasecardiovascular disease 

ght and height (for BMI calculation)ght and height (for BMI calculation)Weight and height (for BMI calculation)Weight and height (for BMI calculation) 

Waist circumference (at umbilicus)Waist circumference (at umbilicus) 

Blood pressureBlood pressure 

Fasting plasma glucoseFasting plasma glucose 

Fasting lipid profileFasting lipid profile 



AA

FHFH
XX XX

XX XX

Monitoring ProtocolMonitoring Protocol 

BaselineBaseline 4 weeks4 weeks 8 weeks8 weeks 12 weeks12 weeks QuarterlyQuarterly nnuallynnually 

Personal /Personal / 

weightweight XX XX XXXX XX XX XX XX 

WaistWaist 
(inch)(inch) 

XX XX 

BPBP XX XX XX 

FastingFasting 
GlucoseGlucose 

XX XX XX 

FastingFasting 
LipidLipid 

XX XX 



WeightWeight 

Avoid medication aAvoid ssociated withmedication associated with 
likelihood of weight gain…Zyprexalikelihood of weight gain…Zyprexa 
Baseline and monthly weight monitoringBaseline and monthly weight monitoring 
Nutritional and behavioral interventionNutritional and behavioral interventionNutritional and behavioral interventionNutritional and behavioral intervention 
Switching to less offending antipsychoticSwitching to less offending antipsychotic 
medications when behavioral methodsmedications when behavioral methods 
have not been successfulhave not been successful 



e e 

––

–– AbilifyAbilify

LipidsLipids 

Annual complete fasting lipid pAnnual complete f anel as routinasting lipid panel as routin 
health monitoringhealth monitoring 

For high potency antipsychoticsFor high potency antipsychotics 

, Geodon, Risperdal, Geodon, Risperdal 

Baseline and quarterly fasting lipid panel:Baseline and quarterly fasting lipid panel: 
–– Clozaril, Zyprexa, SeroquelClozaril, Zyprexa, Seroquel 

–– Decrease semiannually or annually if no lipidDecrease semiannually or annually if no lipid 
abnormalitiesabnormalities 



–– riaria–– riaria

GlucoseGlucose 

Screen for firstScreen for first­-degree family H/O typedegree family H/O type 
II DM and personal H/O diabetesII DM and personal H/O diabetes 

Educate about symptoms of diabetesEducate about symptoms of diabetes 
Fatigue, thirst, polyuFatigue, thirst, polyuFatigue, thirst, polyuFatigue, thirst, polyu 

Exercise care in selection ofExercise care in selection of 
antipsychotics for known DM, impairedantipsychotics for known DM, impaired 
fasting glucose or multiple risk factorsfasting glucose or multiple risk factors 



uired uired 

..

Baseline and quarterly fasting glucoseBaseline and quarterly fasting glucose

GlucoseGlucose 

Symptoms of diabetes should be inqSymptoms of diabetes 

hyperglycemia 

should be inq 
about at each clinical visit. Unexplained rapidabout at each clinical visit. Unexplained rapid 
weight loss should raise concern aboutweight loss should raise concern about 
uncontrolled hyperglycemiauncontrolled 

Baseline and quarterly fasting glucoseBaseline and quarterly fasting glucose 
–– Clozaril, Zyprexa, SeroquelClozaril, Zyprexa, Seroquel 

Monthly Monitoring for first 3 monthsMonthly Monitoring for first 3 months 
–– Family hx, obesity, abnormal fasting glucoseFamily hx, obesity, abnormal fasting glucose 

Baseline and every 6 months monitoring forBaseline and every 6 months monitoring for 
low risk.low risk. 



    

                      

GlucoseGlucose 

NormalNormal <110 mg<110 mg 

Impaired fasting Glucose 110Impaired fasting Glucose 110--125 mg125 mg 

Provisional diabetes >126 mgProvisional diabetes >126 mg 

Or random glucose >200mgOr random glucose >200mg 



              
    

OnsetOnset

andand

–– 1.3% of popul1.3% of popul
–– ar I  ar I  

SexSex

Better RecognitionBetter 

Equal distribution 

Recognition 
Management of the Bipolar SpectrumManagement of the Bipolar Spectrum 

Lifetime prevalenceLifetime prevalence 
ation 3.3 million in USation 3.3 million in US 

0.8% bipol 0.5% bipolar II0.8% bipol 0.5% bipolar II 

Equal distribution
OnsetOnset 
–– First impairment (age 15First impairment (age 15--19)19) 
–– First treatment (age 20First treatment (age 20--24)24) 
–– First hospitalization (age 25)First hospitalization (age 25) 

RecurrenceRecurrence Average 2.7Average 2.7--9 years9 years 
Rate of Suicide without treatmentRate of Suicide without treatment 
–– 25% attempt25% attempt 
–– 15% commit15% commit 



Bipolar DisorderBipolar Disorder 
UnderdiagnosedUnderdiagnosed 

>50% untreated for >5 years after onset of>50% untreated for >5 years after onset of 
first symptomsfirst symptoms 
36% untreated for >10 years after onset of36% untreated for >10 years after onset of 
first symptomsfirst symptomsfirst symptomsfirst symptoms 
73% initially diagnosed with another73% initially diagnosed with another 
psychiatric disorderpsychiatric disorder 
8 years (average) elapsed before bipolar8 years (average) elapsed before bipolar 
disorder diagnoseddisorder diagnosed 



Bipolar DisorderBipolar Disorder 
MorbidityMorbidity 

Recurrent illness in 80Recurrent illness in 80--90% of patients90% of patients 

Functional recovery often lags behindFunctional recovery often lags behind 
symptomatic recoverysymptomatic recovery 

Recurrent episodes may cause progressiveRecurrent episodes may cause progressiveRecurrent episodes may cause progressiveRecurrent episodes may cause progressive 
deterioration in function between episodesdeterioration in function between episodes 

Number of episodes may affect subsequentNumber of episodes may affect subsequent 
treatment response and prognosistreatment response and prognosis 



--

––
99--

Impact ofImpact Untreated Bipolarof Untreated Bipolar 
DisorderDisorder 

An average woman with onset of illness atAn average woman with onset of illness at 
age 25 will experience:age 25 will experience: 

UntreatedUntreated 
year reduction in life expectancyyear reduction in life expectancy99 year reduction in life expectancyyear reduction in life expectancy 

1414--year reduction in productivityyear reduction in productivity 

–– TreatedTreated 
Recapture 6.5 years in life expectancyRecapture 6.5 years in life expectancy 

Recapture 10 years in productivityRecapture 10 years in productivity 



11

Bipolar DisorderBipolar Disorder 
MortalityMortality 

Attempt SuicideAttempt Suicide at least 25%at least 25% 

SuicideSuicide 11--15%15% 

Suicide amongSuicide among 

mixed patients:mixed patients: 50%50% 



–– MoodMood

–– ThinkingThinking––

Depressive andDepressive Manic Syndromesand Manic Syndromes 

ManicManic 

Elated, irritableElated, irritable 

ThinkingThinking 
Racing, over inclusiveRacing, over inclusive 

–– PhysicalPhysical 
Energy, reduces need for sleepEnergy, reduces need for sleep 

–– BehaviorBehavior 
Disinhibition, impulsivityDisinhibition, impulsivity 



––

–– MoodMood

––

Depressive andDepressive 

Sad, dysphoric 

Manic Syndromesand Manic Syndromes 

DepressiveDepressive 

Sad, dysphoric

ThinkingThinkingThinkingThinking 
Reduced cognitive effortReduced cognitive effort 

–– PhysicalPhysical 
Fatigue, somaticFatigue, somatic 

–– BehaviorBehavior 
Inhibited goal directed behaviorInhibited goal directed behavior 



–– Decreased need for sleepDecreased need for sleep

––
––

DSMDSM--IV CriteriaIV 

Flight of ideas, racin

for ManiaCriteria for Mania 

Elevated, expansive or irritable moodElevated, expansive or irritable mood 
3 or 4 0f the following:3 or 4 0f the following: 

Inflated selfInflated self--esteem or grandiosityesteem or grandiosity 
Flight of ideas, racing thoughtg thought 

–– Decreased need for sleepDecreased need for sleep 
–– More talkative, pressured speechMore talkative, pressured speech 
–– Distractibility or agitationDistractibility or agitation 
–– Hyperactivity or agitationHyperactivity or agitation 
–– Excessive involvement in pleasurable activityExcessive involvement in pleasurable activity 

with high potential for painful consequenceswith high potential for painful consequences 



Depressed mood (in children and adolescents, Depressed mood (in children and adolescents, 

––

DSMDSM--IV:IV Major Depressive Episode: Major Depressive Episode 

Present nearly every day for a 2Present nearly every day for a 2--weekweek 
periodperiod 

1 0r 2 of the following:1 0r 2 of the following: 
Depressed mood (in children and adolescents,Depressed mood (in children and adolescents, 
irritable mood can be present)irritable mood can be present) 

Marked diminished interest or pleasure in mostMarked diminished interest or pleasure in most 
activities (anhedonia)activities (anhedonia) 



––

––
weightweight

––
––

DSMDSM--IV:IV

Psychomotor agitation or retardation

Major Depressive Episode: Major Depressive Episode 
(Cont.)(Cont.) 

And four or more of following:And four or more of following: 
Significant decrease or increase in appetite orSignificant decrease or increase in appetite or 

Insomnia or hypersomniaInsomnia or hypersomnia 
Psychomotor agitation or retardationPsychomotor agitation or retardationPsychomotor agitation or retardation 

–– Fatigue or loss of energyFatigue or loss of energy 
–– Feeling of worthlessness or excessive orFeeling of worthlessness or excessive or 

inappropriate guiltinappropriate guilt 
–– Diminished ability to think, concentrate or makeDiminished ability to think, concentrate or make 

decisiondecision 
–– Recurrent thoughts of death, suicide ideation,Recurrent thoughts of death, suicide ideation, 

specific suicide plan or suicide attempt.specific suicide plan or suicide attempt. 



–– yy

––

––

Bipolar VS.Bipolar Unipolar DepressionVS. Unipolar Depression 

Bipolar episodes are associated with:Bipolar episodes are associated with: 
Early age of onsetEarly age of onset 

Shorter durationShorter duration 

Higher frequencHigher frequenc–– Higher frequencyHigher frequency 
AnergiaAnergia 

HypersonmiaHypersonmia 

HyperphagiaHyperphagia 



  

-IV)IV)

Mixed statesMixed states 

Symptoms of mania and depression occur everySymptoms of mania and depression occur every 
day for at least 1 week to a degree that meetsday for at least 1 week to a degree that meets 
the criteria (except for the duration) of a majorthe criteria (except for the duration) of a major 
episodes of each (DSMepisodes of each (DSM-

Mood: usually depressedMood: usually depressed 

Activity: usually increasedActivity: usually increased 

Thinking: characteristic of depression or maniaThinking: characteristic of depression or mania 
or bothor both 



-

Risk factors includes:Risk factors includes:

Rapid CyclingRapid 

Up to 20% of all bipo

Cycling

4 or more distinct mood episodes within a 124 or more distinct mood episodes within a 12­
month periodmonth period 
Up to 20% of all bipolar patientslar patients –– more commonmore common 
in bipolar IIin bipolar II 
Risk factors includes:Risk factors includes: 
–– Length of illnessLength of illness 
–– FemaleFemale 
–– Antidepressant useAntidepressant use 
–– Thyroid disease (overt or subclinical)Thyroid disease (overt or subclinical) 
–– Older ageOlder age 



hallucinations, disorganized thinking)hallucinations, disorganized thinking)

Other symptomsOther associated withsymptoms associated with 
ManiaMania 

Poor insightPoor insight 

Suicide ideationSuicide ideation 

Psychotic symptoms (delusion,Psychotic symptoms (delusion, 
hallucinations, disorganized thinking)hallucinations, disorganized thinking) 

Memory impairmentMemory impairment 

Increase libido, hypersexual behaviorIncrease libido, hypersexual behavior 

Interpersonal hostilityInterpersonal hostility 



II
Prevalence ofPrevalence of 

Psychosis in BipolarPsychosis in Bipolar 
DisorderDisorder 

58% of patients have at least 1 psychotic58% of patients have at least 1 psychotic 
symptomsymptom 

90% of the patients have at least 190% of the patients have at least 1 
psychotic symptom by selfpsychotic symptom by self--reportreport 



aturesatures
––

Mixed StatesMixed States 

40% of manic episodes have prominent40% of manic episodes have prominent 
depressive fedepressive fe 

Varying typeVarying type 

Clinical featuresClinical featuresClinical featuresClinical features 
–– Mania at least as severe as nondepressiveMania at least as severe as nondepressive 
–– Prominent anxiety, overarousal, panicProminent anxiety, overarousal, panic 
–– Suicide riskSuicide risk 
–– Substance abuse, other complicationsSubstance abuse, other complications 



–– Associated behaviorAssociated behavior
––
––  and symptoms and symptoms

Diagnostic CriteriaDiagnostic Criteria 

Manic (bipolar I) or hypomanic (bipolar II)Manic (bipolar I) or hypomanic (bipolar II) 
syndromesyndrome 

Abnormal affectAbnormal affect 
Associated behavior and symptomsAssociated behavior and symptoms 

–– Severe impairment/hospitalization(mania) orSevere impairment/hospitalization(mania) or 
lack of impairment (hypomanic)lack of impairment (hypomanic) 

–– Duration: 7 days (manic) or 4 daysDuration: 7 days (manic) or 4 days 
(hypomanic)(hypomanic) 

–– Not caused by something elseNot caused by something else 



––
––
––

Rapid CyclingRapid Cycling 

> 4 episodes over a 12> 4 episodes over a 12--month periodmonth period 
Sporadic, can happen anytime in courseSporadic, can happen anytime in course 

Can be first episodeCan be first episode 
Outcome poor at 2 years, but not at 5 yearsOutcome poor at 2 years, but not at 5 yearsOutcome poor at 2 years, but not at 5 yearsOutcome poor at 2 years, but not at 5 years 

Reduced lithium response by 2/3Reduced lithium response by 2/3 
More common in women, bipolar IIMore common in women, bipolar II 
? Role of antidepressants, thyroid? Role of antidepressants, thyroid 



––

ss
–– stst- r  

––

GeneticsGenetics 

Runs in familieRuns in familie 
About 20% of 1About 20% of 1 -degree relatives have majodegree relatives have major 
affective disorderaffective disorder 

Risk is 25% for 1 parent, 75% for 2Risk is 25% for 1 parent, 75% for 2Risk is 25% for 1 parent, 75% for 2Risk is 25% for 1 parent, 75% for 2 

–– 85% concordance for monozygotic twins,85% concordance for monozygotic twins, 
about 15% dizygoticabout 15% dizygotic 

–– Specific genetic markers have been elusiveSpecific genetic markers have been elusive 



Course ofCourse Illnessof Illness 

Onset in adolescent/early adulthoodOnset in adolescent/early adulthood 
Early onset: stronger family historyEarly onset: stronger family history 
Almost always recurrentAlmost always recurrent 
Early episodes are commonly associatedEarly episodes are commonly associatedEarly episodes are commonly associatedEarly episodes are commonly associated 
with stressors; later episodes less sowith stressors; later episodes less so 
Frequency may increase, at least in aFrequency may increase, at least in a 
subset of patientssubset of patients 



, , 

Onset: EarlyOnset: ManifestationEarly Manifestation 

Episodes are expressed differently inEpisodes are expressed differently in 
children compared to adultschildren compared to adults 

Early dysthymia, substance abuse,Early dysthymia, substance abuse, 
oppositional/conduct disorder ADHD,oppositional/conduct disorder ADHD,oppositional/conduct disorder, ADHD,oppositional/conduct disorder, ADHD, 
anxietyanxiety 

Family history positive: likely bipolarFamily history positive: likely bipolar 

Family history negative: ?Family history negative: ? 



–– ave comorbiditave comorbidit

EarlyEarly

––
––
––

Episodes ofEpisodes Bipolar Disorderof Bipolar Disorder 

First mania in adolescenceFirst mania in adolescence 
More likely to be psychotic episodeMore likely to be psychotic episode 
More likely to have moodMore likely to have mood--incongruent featureincongruent feature 
Likely to already have comorbidityLikely to already have comorbidityLikely to already h yLikely to already h y 

Depression: can be subsyndromalDepression: can be subsyndromal 
Childhood: “affective storms”Childhood: “affective storms” 
For diagnosis: family, social historyFor diagnosis: family, social history 



––

andand

%%

Increased family history of bipolar disorderIncreased family history of bipolar disorder

Bipolar DisorderBipolar Disorder 
Substance AbuseSubstance Abuse 

Increased substance abuse in bipolarIncreased substance abuse in bipolar 
disorder: 60disorder: 60 

Those withThose with 
–– Increased family history of bipolar disorderIncreased family history of bipolar disorder 

–– Earlier onset and more frequent episodes ofEarlier onset and more frequent episodes of 
bipolar disorderbipolar disorder 

–– More mixed statesMore mixed states 



––
–– or or 

Establishing TEstablishing reatment PlanTreatment Plan 

EvaluationEvaluation 
History from all sourcesHistory from all sources 
Interview pace and duration appropriate fInterview pace and duration appropriate f 
patientpatient 

–– Maintain boundariesMaintain boundaries 
–– Assure safetyAssure safety 

Setting of treatment: note trajectory ofSetting of treatment: note trajectory of 
illness, lack of behavioral controlillness, lack of behavioral control 



y y 

Pharmacologic StrategyPharmacologic Strategy 

Resolve symptoms as quickly and safelResolve symptoms as quickly and safel 
as possibleas possible 

Mood stabilizer choice based on responseMood stabilizer choice based on response 
predictors and onset of responsepredictors and onset of responsepredictors and onset of responsepredictors and onset of response 

Adjunctive treatment based on symptomsAdjunctive treatment based on symptoms 
and previous responseand previous response 



––

––

TegretolTegretol

Mania: TMania: reatmentsTreatments 

LithiumLithium 

AnticonvulsantsAnticonvulsants 
DepakoteDepakote 

–– TegretolTegretol 

–– LamictalLamictal 

–– NeurontinNeurontin 

AntipsychoticsAntipsychotics 



––

––

LithiumLithium 

AdvantagesAdvantages 
Proven; robust for classic, uncomplicateProven; robust for cl dassic, uncomplicated 
mania without previous episodesmania without previous episodes 
Useful second treatment otherwiseUseful second treatment otherwise 

DisadvantagesDisadvantages 
–– Not rapid, narrow therapeutic index, responseNot rapid, narrow therapeutic index, response 

drops off rapidly if “nonclassical” presentation,drops off rapidly if “nonclassical” presentation, 
problem in pregnancy, side effectsproblem in pregnancy, side effects 



remorremor

Lithium: SideLithium: effectsSide effects 

GI upsetGI upset 

TT 

Weight gainWeight gain 

Nephrogenic diabetes insipidusNephrogenic diabetes insipidus 

Reversible hypothyroidismReversible hypothyroidism 

Kidney failureKidney failure 



–– y y 

, , 

ValproateValproate 

AdvantagesAdvantages 
Proven; broad effective range including manProven; broad effective range including man 
patient with rapid cycling or mood instability,patient with rapid cycling or mood instability, 
can treat quickly by loading with 20mg/kg/daycan treat quickly by loading with 20mg/kg/daycan treat quickly by loading with 20mg/kg/day,can treat quickly by loading with 20mg/kg/day, 
usually wellusually well--toleratedtolerated 

DisadvantagesDisadvantages 
–– Use in pregnancy,side effects, not alwaysUse in pregnancy,side effects, not always 

effectiveeffective 



remorremor

Valproate:V Side effectsalproate: Side effects 

GI upsetGI upset 

TT 

Hair lossHair loss 

Weight gainWeight gain 

SedationSedation 

HepatotoxicityHepatotoxicity 

pancreatitispancreatitis 



Side efSide ef

TegretolTegretol 

Hepatic microsomal oxidation, inducesHepatic microsomal oxidation, induces 
metabolism of many psychotropic drugs,metabolism of many psychotropic drugs, 
oral contraceptives and other medicineoral contraceptives and other medicine 

fectsfectsSide effectsSide effects 
–– Leucopenia, ataxia, diplopiaLeucopenia, ataxia, diplopia 



60

Neuroleptics inNeuroleptics Maniain Mania 

Use is nearly universal in mania,Use is nearly universal in mania, 
especially hospitalizes patientsespecially hospitalizes patients 

60--70% of patients in 2 studies were still70% of patients in 2 studies were still 
on neuroleptics after 6 months, regardlesson neuroleptics after 6 months, regardlesson neuroleptics after 6 months, regardlesson neuroleptics after 6 months, regardless 
of clinical statusof clinical status 



LongLong--Term efT fects oferm effects of 
Conventional AntipsychoticsConventional Antipsychotics 

Can emerge during treatment or uponCan emerge during treatment or upon 
withdrawal of treatmentwithdrawal of treatment 
DystoniaDystonia 
ParkinsonismParkinsonismParkinsonismParkinsonism 
Tardive dyskinesiaTardive dyskinesia 
All have been reported as more commonAll have been reported as more common 
in bipolar disorder than in schizophreniain bipolar disorder than in schizophrenia 



de with mixed ode with mixed o

––

de with mixed o  de with mixed o    

RisperidoneRisperidone 

AdvantagesAdvantages 
Controlled studies suggesting eControlled stud ffectiveness inies suggesting effectiveness in 
mania; may be especially useful in psychoticmania; may be especially useful in psychotic 
bipolar episo r depressivebipolar episo r depressivebipolar episo r depressivebipolar episo r depressive 
featuresfeatures 

DisadvantagesDisadvantages 
–– Increase agitation, weight gain, EPSIncrease agitation, weight gain, EPS 



––

ZyprexaZyprexa 

AdvantagesAdvantages 
Controlled studies suggesting eControlled stud ffectiveness inies suggesting effectiveness in 
maniamania 

DisadvantagesDisadvantagesDisadvantagesDisadvantages 
–– SedationSedation 

–– Weight gainWeight gain 



aa--Tremor: betTremor: bet blockersblockers

Management ofManagement of 
Common Side EffectsCommon Side Effects 

Weight gain: proactive diet/exerciseWeight gain: proactive diet/exercise 
programprogram 

Hair loss: zinc, selenium supplementHair loss: zinc, selenium supplement 

Tremor: betaTremor: beta--blockersblockers 

GI upset: food; antacids, H2 blockersGI upset: food; antacids, H2 blockers 



––

––
––
––

Lithium DiscontinuationLithium Discontinuation 

Discontinuation in stable patientsDiscontinuation in stable patients 
“stable” patient relapsed“stable” patient relapsed 
<14 day taper: accelerated relapse<14 day taper: accelerated relapse 
Slower taper: delayed relapseSlower taper: delayed relapseSlower taper: delayed relapseSlower taper: delayed relapse 

HMO studyHMO study 
–– Most lithium treatment sporadicMost lithium treatment sporadic 
–– Discontinue lithium: more ER, hospitalizationDiscontinue lithium: more ER, hospitalization 



reatments are availablereatments are available

ConclusionsConclusions 

Bipolar disorders is a lifeBipolar disorders is a life--long illnesslong illness 
whose presentation changes over the lifewhose presentation changes over the life 
spanspan 
Many useful treatments are availableMany useful treatments are availableMany useful tMany useful t 
Star with the most established treatments.Star with the most established treatments. 
Move systematically towards moreMove systematically towards more 
speculative as necessaryspeculative as necessary 
Treatment is a collaborative ventureTreatment is a collaborative venture 
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